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*m *bb m 

PPARaSI^P P ARrOlliS 

*)i**i'V-Lmmnf£&it&m{* (wtppar 

) © cclkVy Zmmft&MWt LT !i£5£ft£fl§JK&C o A 

f-tfx^T^uoRHSffffic&ftoffifflfc £tfEJ«RC o A^*x 

"WU**5/\/-A«*3SiSttft:£g<t: (PPAR) f£C*a«{ll® 

s ^;i33^f 3-f K N X* h D S/ x +m □ >s 

or- £5 (Keller H. £ : Trends Endocrinol Metab (1993) 4, 
291-296) o cnitPPARiiUlial, yU.StftfSO C3 
ffl©7^V7*-A#|S)££ftT£»K * ft ? ft & Si *I 1$ 
S4oTl<5 (Braissant 0. £ : Endocrinology (1996) 137, 
354-366) o PPARaliffi^ WSi> <bfi& 2f O AIJDGr BR <D n -fb iE 
^©^^«i«aiCiS«31 LT ^5. PPARrl^D^-^-fDi 
JRKJ; 9 N^JgfiHtf g&S 2I(07'fV7*-AfcLtPPARr 

UPPARr 21:2^^5. PPARr l lZt£&ftfc®um 
IRC, PPARr 2 li 3: ic J!i 85 tc iis fi(c % 31 L T ^ & 0 PP 

ar <5 a & i-c^5, 

P P A R a ttJFm* ©HISS * S T is )l C o A i/ > * - -If , 
^ r 3 > 7" C * 3 7 ;i/ C o A x b FD^t-^^HMG 
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-CoA->>^-t\ £ VF i )V * * i/ V — h \Z ft £ t £ T i/ C o 
A * * «> -if £©Hift Hfl: * t;HS * f £ *- BX (D 7U * - * - 
fSii:^p tS ( Schoonjans K. ?> : J Lipid Res ( 1996) 37, 
907-925) o PPARoJ!l?*^©»tfi , 6PPARa iiflfiStt 

flc©«EfietcM5&iftll ^ 5(Kersten S. 

e>: J Clin Invest ( 1999) 103, 1489-1498) 0 

ppARr 2&mffiM®v>fr<bmmizm<mt>r>x^zz 

tlfi&btlX^Z (Forman BM et al : Cell ( 1995) 83, 803-812) „ 
hpyU^V">^ Dv^'J*7> ( BRL-49,653) RV \Z X ? *) * V 

-f 7 2^*gS#ite#iiiT-;&£* s , iff*. fn^CltlliP P AR r 
l:Mt573"z^ i:*sB^P,*»(3$nfe(Lehmann JMetal: 

J Biol Chem ( 1995) 270, 12953-12956) 0 PPARrtt4itC*» 

U P P A R (5 ©«H6liaSi*y SCtt^T** U<S?ot^ 
±i£© «t -5 tCx PPARC»t47i = ^ h Ctt^ 'J * V" 

a < tottix ns 0 flattens ft* 

# PPA'RlCttfSr^xT, ht*feSC fcfc$R£3*XT^S(ForiDan 
BM <=>: Proc Natl Acad Sci USA (1997) 94, 4312-4317) 0 
-15, PP ARCtt-f SUStJa^T^u'x* Mco^Ttt* 

{s^£&£ftr^&^©#^ttT-&3o t>-f frt^ 2, 4-f-r 
vf >j >* > p PARr©7>^^-^ h t u-£*n £ft 

T v> 5 £»g tt^(0berfieldJ.L. 6 :Proc Natl Acad Sci USA ( 1999) 
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96,6102-6106.) 0 

p p a r r a ? =fxa r- nmmt LT&mzmm^ofcmtitm 

ffiZtir^ -5 # (W097/10813) , ^x* htlf C^li:fiI-3 

£ 6 (Z, P P A R aO)$3.my}W& & l^7>^3^7 MClot 

■^fSW© g Wii^ PPARatVCPPARrt^t^PII^S 

» W © §B 3% 

*^0^#^>(i> -r 'J >atttto»ait:*^* pparcdi 

5*5M©SIJKK CoAftx7r;bft4«P PARai^CPPAR 

BP *> ^ PPARaSVPPARyt:»t5fi7^7J = 7 h T* 
&5KRP-297 (Murakami K ?> : Diabetes (1998) 47, 1841-1847) 
CD h 'J fcffl^fc D , ft^CDM&C 

oAf-tfx2y;b#PPARa&tfPPAR7©U#>K»«ca 
#fcl6£*SC i:#»di3*U a. r 'J # > K "C & 5 £ 

S (Z , P P A R a & P P A R y <D U ii > K ffi t * f- u 4 h* U 
t7^- 37^f^-^-(SRC-l )om^(*BEK«g{C^ LfllM 
ICo A?-tfx;*^;Miffl*tt#W£|g£iStt4ia* Ufco CftK 
«fc & x fllSSK CoAf*x^f;H4PPARoSt5PPARr©BI 
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mmn x- & s z t z w t> &\z u tz a 

p a r y iznt zv&mwnti z> ^&ry * o h 1 1 x&mmm 
<Dum, wm^mt vxtemt t#x %Gmx& z> 0 

$ t p p a r r tc*t «r zmmwnt Lxmrnmrnt* s u * ;k 

^r7D^;i/ v * u -f ;k 'J^i/t^K 77+F 
- -;^*51I!S8C o A^tfx*^;i/£!gigfiJgn3{£fflT- § 6 c ,h 

5(Cli, JJIJK&C o A ^ x * x gigs h LTffl^ 

£ c: £ * qjtgffc 5, EUcD^Pi: ft li, 

1) P P A R a 7 > * =f - a h i: L T ©ft ffl 

istsi, ±(c 1 mmmmxtt u« u£<%te lt«s 

BUS At* * * v *;i/*n? IK, of %c>7lz h >^^It & (Keller U 
£ : Diabetologia (1986) 29, 7-77) „ P P A R a (iffFfflS {3 H 

PPARfl7>^ = 7 Mi -£ ft £ MJ "t £ d i: #T* # s 

2) PPARy tLt©7>^ hhltOiffl 

p ARr«ifliJKiaBfla0^^(3«s^fssysa-oT^i.o hpihc, p 
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£-£3 C i:#fgS£ftT<^ -5 (PietDe Vos % : J Clin Invest (1996) 
98, 1004-1009) o f7V 'J $/•>*>**> R#fl:li«K#9i&*|| £ UT 

l:j;DfiTt5: t &?B££ftT^-g>( Zhang E ^ : J Biol Chem ( 1996) 
271, 9455-9459) „ Z tl MfP , P P A R 7 7>^ h 

tx, mmmmt 1x0 vjnmtmftz tiz> 0 

HJS0<J 1 . P P A R a i: P P A R y tc*f-f 3£&t£©8iJ5£ : 

PPARatPPARrC3ttt5fa7il/7D'r^ ht$5KR 
P- 2 9 7 ® h U^-j? A Murakami K £ : Diabetes ( 1998) 47, 

1841-1847) fcfflU £S&££ilifc£fT ofc 0 6=ihT-CDt^^i;> 
SthSPPARaStfPPARyO'Jif> K *££3lt3<cD N 
(dftSOtfcSe (6x His-hPPARs LBD) Z*ti?tl*mmiz%MZ tt* 
-y^^*7Al:ttSLfco 6x His-hPPARs LBD m 6 t 100 
nM[3H]KRP-297 (27Ci/mmol) * 50 mM KC1, 10 iiM * * 1/ h - 
;i/££t? 50mMTris-HCl ,M&(pH7.4)* X UBKbS® (mmmc o 
Af*i7f;k ^>yTSI) ®#ST, ##£TT- 25°C\ 30#fg, 
J > * 3-^- b Ltzo %(D'&, t77f-^^ G25*7A tCT^e 
£££L£[3H]KRP-297 £#HU ^ b - ^ 3 > 
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t> *? > * - \z x m m u t o 

P P A R r {C*fTSIS^.?SttO*rJ!HJIi: UT BRL-49, 653 (Willson 
TM 6 : J Med Chem ( 1996) 39, 665-668)^5 £ V 15-t-' * * «> -A 12 - 
M -7*D ^7 > > J 2 (Cayman Chemical Co.)£ N P P A R a 
£.ttt &&Gf&&<Dttmm£ It 8(S)-t x-fu-tf^h? 
iz-f > $?( Cayman Chemical Co . ) £ ffl ^ 0 

>ICoA, tM>|CoA, l J;-;HCoA*J;0 { 75*l' 
VlCoAOftx^ri^PPARaSJFPPARrC'JiJ^h' 
Jb^JE Lfc(* 1 )o 

C« 1 ] 

PPAR "j#>KfS^«*^-r4»WBI CoA <75$S£ 



PPAR a PPAR Y 



BRL-49.653 




99% 






93% 


8(S)-tKn+vi'f3tfh7X/'f>8 


99% 




S'jxh-f ;u CoA 


70% 


45% 


/OUSh-OU CoA 


83% 


72% 


Xf7n-f;i, CoA 


94% 


89% 


*\s4)\> CoA 


95% 


52% 


gyu^->f;u CoA 


92% 


59% 


T9*K=JU CoA 


54% 


46% 



T-$i*3®<D£B<&¥$fii±«$ia££«r 

nmm 2 . ppars lbd-src-i tt*ttj&j&tg0fl« ; 
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in vitro Ctll Ltz (TNT®, 7u*11$l s Madison, WI) , ±12 
ftmbfz 6x His-hPPARs LBD £ 6 ft 50 mM KC1, 1 iyftXM 
O.lX^ii? ;U 7 ^ > ft^tf 50 mMTris-HCl Mi ff « 
(pH7.4)*-ett*ft^»0#ffiTx*#aTT? 4*C,60#NK-f 
^- h t fco ^CD&, 2 mg ©ffi 6x His (QIAGEN ft, Germany) 
£iO;L, 4°C\ 60 ftm, J >*a^- h Ltzo 51 £ ft # 20 ml CD 7" 
□ 7^>G-fe77D— 7. (77jRy7 • A'^f^i, Sweden) 
ftjQ^., 4°C, 60 #P5, ^ >*a^-h Lt 0 i»t>l:t3 HJftjf t 
f:l,7Df^ >G-fe77D-7£20mlcD SDS-tr >7;^5»7r- 
C-CSW U 20X SDS-PAGE, h^77^ - (3 X [35S]SRC-1 

ft&fcB 

£©SJR^ ijy-;HICoAf tx^f;UiPPARaffliJ^> 
b*T-£>£ K R P-297fccfctf "J ;-^iia5SRC-l ©«£#M 
ftfflSffc^ftlCl&g L^fcPPARy(DiJif> KT'fc 5 BRL-49653 
i5ilf'J/-^il:j;5S R C-l ©«£<**&& ft fflfcflcSWKIfiS 
L fc ( ft 2 ) o 

[*2] 

PPAR 'Jff>KJ££ffi«£ SRC1 05«*(*»j»l=»"r* 

flUfti? CoA l:i«fc&IBg 

fchPPARer thPPARr 











KRP-297 
30 n M 


30 


BRL-49,653 
30 ju M 


30 M 




CoA 


O 




6.1 ± 1 .7 


5.3±1.9 


4.8±0.7 


4.5±0.7 




CoA 


3 


V M 


5.5±1.5 


6.1 ±2.2 


4.9±0.6 


4.2±0.3 




CoA 


10 


At M 


4.4±0.8 


2.4±0.8 


4.8±1.9 


2.7±1.1 




CoA 


30 




1.4±0.1 


1.2±0.4 


1.5±0.5 


1.9 ±0.8 



MIEE (M*9l*) 
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[ )Sl'-t<<)l> CoA 100 ai M 0.9±0.3 0.9±0.3 1.0±0.1 1 .3 ±0.4 

t — 9 1 * 3 @ <d n t* © ¥ * ft ± w * as a * a t 

£M£ Lfeo 

PPARaCWt^lIifi: UTl|gJW&£# ^ U * 

ifcppARr \zttt%mmm%t Lxmmwi&v x u * h * 

3 £l ~£ <£) £ o 
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^ © fig ffl o 

3. PPARa(cM1"i.PlStlMi: Ltlilli 5 ^ ') * h -f ;k 

4 . p p a r r zmmmxt l-cusjwr*** ^j^h-f*, 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP99/05217 



A. CLASSIFICATION OF SUBJECT MATTER 
Int. CI 7 A61K31/675 



According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 
Int. CI 7 A61K31/675 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and. where practicable, search terms used) 
CA(STN) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



Jennifer L. Oberfield, et.al, ■ A peroxisome proliferates - 
activated receptor y ligand inhibits adipocyte 
defferentiation' , Proc. Natl. Acad. Sci. USA, Vol.96, 
(May 1999), pp. 6102-6106 

WO, 97/10813, Al (Ligand Pharmaceuticals Inc.), 
27 March, 1997 (27.03.97) , 
especially, Claims 
& EP, 788353, Al 



1-6 



1-6 



f"~| Further documents are listed in the continuation of Box C. Q See patent family annex. 



Spccalc 

"A" document defining the general me of the art which is not 

considered to be of particular ndevance 
"E" earner document but published on or after the international flung 

date 

"L" document which may throw doubts on priority ctaimd) or which n 
cited to establish the publication due of mother cuarion or other 
spcctaJ reason (as specified) 

"O" document referring to an oral disclosure, use. exh ib i t i on or other 



"P" < k T " w > *" > published prior to the mternatkmaJ filing date but later 
than the priority date churned 



T later document published after the international filing date or 
priority date and not in conflict with the application but cited to 
understand the principle or theory underlying the invention 

"X" document of particular relevance; the claimed invention cannot be 
cuundcrcd novel or cannot be considered to involve an inventive 
step when the document is takes alone 

"Y* document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
co mbi n ed whh one or more other such documents, such 
combination being obvious to a person skilled in the art 
document member of the same patent family 



Date of the actual completion of the international search 
17 December, 1999 (17.12.99) 



Date of mailing of the international search report 
28 December, 1999 (28.12.99) 



Name and mailing address of the ISA/ 
Japanese Patent Office 

Facsimile No. 



Authorized officer 



Telephone No. 



Form PCT/ISA/210 (second sheet) (July 1992) 



SlSffiJSS^ PCT/JP 9 9/0 5 2 1 7 



A. fcW<0«TatfIF<0#IS (HBWftHH (I PC) ) 
Int.Cl : A61K31/675 



5M*ffofc**P!am (gffitffftagj (IPC) ) 
Int. CI' A61K31/675 



SMittffl l/iil-?^-^^-^ (f-^-xo^f*. SMEIcttfflLfcfflJf) 
CA (STN) 



a x =f y — * 



Hill"* 



Jennifer L Oberfield, et. al, 1 A peroxisome proliferator- 
activated receptor y ligand inhibits adipocyte 
differentiation' , Proc. Natl. Acad. Sci. USA, Vol.96, 
(May 1999), p. 6102-6106 

WO, 9 7/1 0 8 1 3, Al (y^K 

/UX ^>3-#U-f^yK) , 2 7. 3£. 1 9 9 7 (2 7. 

03. 97), vtiz&nm#<nm® & ep, 788353, a 



1-6 



1 -6 



Taj WcBSiI^*>ajt«-Crt/i<, -«WaW*!»fr^ 

roj aStt:j:*n* % «H % mm*\zW&.-tt>xm 

rpj ISHIttMBiffi-C. ^o*ffe*<03fe3R<OMt^-5£till 



17. 12. 9 9 



28.1199 



0*Si1*a*/T (ISA/JP) 
10 0-8915 



4C 9 4 5 4 



*S#3 03-3581-1101 ftifc 3450 



«^PCT/iSA/2 10 (IB 2^-^) (1 9 9 8^7^) 



